


























































第 9 項 マウスEGFの 30-33位,保葦テ トラペプチ ドヒ
ドラジ ド,Boc-(EGF30-33トNHNH2の合成 -- I-･22
第 10項 マウスEGFの 30-53位,保護テ トラコサペプチ
ドエステル,Boc-(EGF30-53)-OBzlの合成 ･････-･23
第 3 節 マウスEGFの全合成
第 1 項 マウスEGFの 26-29位,保護テ トラペプチ ドヒ
ドラジ ド,Boc-(EGF26-29)-NHNH2の合成 -･-- 25
第 2 項 マウスEGFの 23-25位,保護 トリペプチ ドヒド
ラジ ド,Boc-(EGF23-25)-NHNH2の合成 ---- 26
第 3 項 マウスEGFの18-21位,保護テ トラペプチ ドヒ
ドラジ ド,Boc-(EGF18-21)-NHNH2の合成 --･･-28
第 4 項 マウスEGFの 14-17位,保護テ トラペプチ ドヒ
ドラジ ド,Boc-(EGF14-17)-NHNH2の合成 -- -- 29
第 5 項 マウスEGFの 10-13位,保護テ トラペプチ ドヒ
ドラジ ド,Boc-(EGF10-13)-NHNH2の合成 -･--･29
第 6 項 マウスEGflの6-9位,保護 テ トラペプチ ドヒド
ラジ ド,Boc-(EGF6-9)-NHNH2の合成 ････-･-････30
第 7 項 マウスEGFの1-5位,保養ペンタペプチ ドヒ ド










< 実 験 の 部 >
第 1節 に関す る実験
第 2節 に関す る実験
















































































  -Cys (Bzl)- : S-benzylcysteine deriv.
 -Cys (MBzl)- : S-p-methoxybenzylcysteine deriv.
  -Cys (Acm)- : S-- acetamidomethylcysteine deriv.
  -Glu(OBzl)- : r-benzylglutamate deriv.
  -Met (O)- : methionine sulfoxide deriv.
 -Ser (Bzl)-: O-benzyl serine deriv.
  -Ser (But)- : O-t-butyl serine deriv.
7) E}Eecuekacrsoage
 TFA : trifluoroacetic acid
 TFMSA : trifluoromethanesulfonic acid
  MSA : methanesulfonic acid
  HF:hydrogen fluoride
s) rsut, kofigauft{E}
  DMF : dimethylformamide DMSO : dimethylsulfoxide
 AcOEt:ethyl acetate MeOH:methanol
  AcOH:acetic acid n-BuOH:n-butanol
 EtOH:ethanol THF:tetrahydrofuran
 IAN : isoamylnitrite EDT : ethanedithiol
                '                       'Et3N: triethylamine DCHA : dicyclohexylamine
  CHA : cyclohexylamine NMM : N-methylmorpholine
  HMPA : hexamethylphosphoric triamide













































































































































































































































































































































































































Boc 1 Protec’しed　EGF 53　　0Bz　1
↓D・p・・tecti・n　with・M　TFMSA－thi。ani・。1・／TFA




























































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































                        Bl Ji[l iiiZ illlil
                    '
 1) S. Cohen, J. Biol. Chem., 237, 1555 (1962).'
 2) C. R. Savage, Jr., T. Inagami, and S. Cohen, J. Biol. Chem., 247, 7612
    (1972).
 3) C. R. Savage, Jr., J. H. Hash, and S. Cohen, J. Biol. Chem., 248, 7669
   (1973). ･
                                             ' 4) H. Gregory, Nature, 257, 325(1975); H.Gregory and I. R. Willshire,
   Z. Physiol. Chem., 356, 1765(1975)･
 5) J. M. Bower, R. Camble, H. Gregory, E. L. Gerring, and I R.Willshire,
   Experientia, .3-Ll, 825 (1975).
 6) A. Gray, T.J. Dull, and A. Ullrich, Nature, 303, 722 (1983).
 7) J. Scott, M Urdea, M. 9uiroga, R. Sanchez-Pescador, N.Fong, M.Sel-
 '  by, W.J.Rutter, and G.I.Bell, Science, 221, 236 (1983)･
 8) R. Camble and N. N.Petter, "Peptide 1976" Proceedings of the Four-
   teenth European Peptide Symposium, Ed by A. Loffet, p. 299 (1976)･
 9) Biochem.J. 102, 23 (l967)i ibid. 104, 17(1967); ibid., 126, 773
   (1972); Eur.J. Biochem., 138, 5(1984); ibid., 138, 9(1984)･
10) S. Moore and W. H. Stein, in "Methods in Enzymology Vol.VI." Ed.
   by S. P. Colowick and N. D. Kaplan, Academic Press, N. Y. 1960, p819.
Il) F.Sanger and E. O.P. Thompson, Biochim.Biophys.Acta., .ZLI, 468
   (1963); B. Iselin, Helv. Chim. Acta., f!Lt, 1510(1962)･
12) D. H. Live, W. C. Agosta, and D.Cowburn, J. Org. Chem., f£L2, 3556
13) S. Akabori, S. Sakakibara, Y.Shimonishi, and Y.Nobuhara, Bull.Chem.
   Soc. Jpn., IL7, 433(1964)･
14) S. Sakakibara, Y. Shimonishi, Y.Kishida, M. Okada, and H.Sugihara,
   Bull. Chem. Soc. Japan, ±O, 2164 (1967).
15) H.Yajima, Y.Kiso, H.Ogawa, N.Fujii, and H.Irie, Chem.Pharm.
         -                                                    '    '                '
 16) H.Yajima, N. Fujii, H.Ogawa, and H.Kawatani,J.C.S.Chem.Comm.,
    1974, 107.
 17) H. Yajima, and N. Fujii, J. C. S. Chem. Comm., 1980, 115.;N.Fujii and
   H. Yaji'ma, J.C.S. Perkin I, 1981, 831.
 18) N.Fujii and H.Yajima, Chem.Pharm. Bull., 23, 1596 (1975).
 19) N.Fujii, T.Sasaki, S.Funakoshi, H.Irie and H.Yajima, Chem.Pharm.
   Bull., 2S6L, 650 (1978).
20) R.K.Blackwood, J.J.Beereboom, H.H.Bennhard, M.S. Wittenau, and
   C.R.Stephens, J.Am.Chem.Soc., 8Lt, 3943 (1963)･
21) E.Goethals and P.de Radziyzky, Bull.Soc.Chem.Belgs., Zl3L, 546(1964)･
22) V.du Vigneaud, L.F.Audrich, and H.S.Loring, J.Am.Chem.Soc., SL2,
   4500(l930).
23) C.R.Harington and T.H.Mead, Biochem.J., SO, 1598 (1936); D. G.
   Large, H.N.Rydon, and J. A. Shofield, J.Chern.Soc., 1951, 1749.
24) M.LDedman, T.H.Farmer, and C.Morris, Biochem.J.,SL6,166 (1957);
   B.Iselin, Helv.Chim.Acta, ELt, 61 (1961); J.I.Harris and P.Ross, Bio-
   chem.J., ZLt, 434 (1959); K.P.Polzhofer and K. H.Ney, Tetrahedron,
   21:7L, 1997 (197i); D. W. Chasar, J. Org. Chem., !}L6, 611 (1971); R. A.
   Houghton and C. H.Li, Proc.Am.Pept.Symp., 5th, Ed. M. Goodman and
   J. Meienhofer, John Wiley, N.Y., 1977, p.458. ; D.L.J.CIive, W.A. Kiel,
   S. M. Menchen and C. K. Wong, J. C. S. Chem. Comm., 1977, 657. ; R. G.
   Nuzzo, H.J.Simon, and J.S.Filippo, Jr., J.Org.Chem., f!L2, 568 (1977);
   see other references cited therein.
25) D.F.Veber, J.D.Milkowski,R.G.Denkewalter andR.Hirschmann, Tet-
   rahedron Lett., 3057 (1968) s D.F.Veber, J.D.Milkowski, S.LVarga,
   R. G. Denkewalter, and R. Hirschmann, J.Am.Chem.Soc., 9L4, 5456 (1972)･
26) B. Kamber, Helv. Chim.Acta, i4, 927(1971)･
27) I.J.Galpin, F.E.Hancock, R.K.Handa, A.G.Jackson, G.W.Kenner, R.
   Ramage, and B.Singh, Tetrahedron, ILt, 2791 (1979)･
28) P.Sieber, B.Kamber, A.Hartmann, A.J6hl, B.Riniker, and W. Rittel,
   Helv. Chim. Acta., SLO, 27 (1977)･
29) S.Cohen and G.A.Elliot, J.Invest.Dermatol., EISOL, 1 (l963)･
30) S.Cohen and G.Carpenter, Proc.Natl.Acad.Sci.USA., L2,1317(1975)･
31) J.M Taylor, W.M.Mitchell, and S.Cohen, J.Biol.Chem., 247, 5928
   (1972).
32) C.R.Savage,Jr. and S.Cohen, J.Biol.Chem, 247, 7609 (l972).
33) S.Cohen, G.Carpenter, and K.J.Lembach, Adv.Metab.Disord., S, 265
                                    '(1975).
              '34) M. D. Hollenberg and H. Gregory, Life Sci., 2LO, 267 (1976)･
35) P.T.Blosse, D.C.Edwards, E.L.Fenton, L.M.Parot, and H.Tuchmann,
  J.Invest.Dermatol., SiL4, 282 (1975)･
36) C. Frati, I. Corelli, R. Mozzi, and L. Frati, Cell. Differ., 2, 239(1972).
37) J.B.Elder, P.C. Ganguli, I.E.Gillespie, E.L.Gerring, and H.Gregory,
   Gut, L6, 887 (1975).
38) I.Diamond, A.Legg, J.A.Schneider, and E.Rozengurt, J. Biol. Chem.,
   253, 866 (1978).
                                       '39) .S.P.Rose, R.M.Pruss, and H.R.Hershmann, J.Cell.Physiol., &6, 593
   (1975).
40) J. G.Rheinwald and H.Green, Nature, 265, 421 (1977)･
41) R.L.Byyny, D.N.Orth, and S.Cohen, Endocrinology, 9LO, 1261(!972)･
42) D.T.Krieger, H.Hauser, A.Liotta, andA.Zelenetz, Endocrinology,g9,
                                '
43) M. S. Urdea, J. P. Merryweather , G. T. Mullenb ach, D. Coit, U.Heberlein,
   P. Valenzuela, and P.J.Barr, Proc. Natl.Acad.Sci.USA., !LO, 7461(l983)･
44) H. Yajima and N. Fujii, J. Am. Chem. Soc., 103, 5867 (1981)･
45) Y. Kiso, S. Nakamura, K. Ito, K. Ukawa, K. Kitagawa, T. Akita, and H.
   Moritoki, J. C. S. Chem. Comm., 1979, 971,
46) H.Yajima and N. Fujii, "The Peptides"Vol. 5.,p.65, Ed.by E. Gross
   and J. Meienhofer, Academic Press, 1983.
47) H.Yajima, M.Takeyama, J. Kanaki, and K. Mitani, J. C. S. Chem.
   Comm., 1978, 482.
                                     '48) J.Martinez and M. Bodanszky, Int.J.Peptide Protein Res., L2, 277
                              -92-
   (1978) and other references cited therein.
49) M. L6w, L. Kisfaludy, E. Jaeger, P. Thamm, S. Knof, and E. WUnsch,
   Z.Physiol.Chem., 359, 1637(1978) ; Y.Masui, N. Chino, and S.Sakakibara,
   Bull.Chem.Soc.Japan.,53, 464(1980) and other references cited therein.
50) H. Ogawa, T. Sasaki, H. Irie, and H. Yajima, Chem. Pharm. Bull., 21-L6,
51) J. J. Scharp, A.B. Robinson, and M. D. Kamen, J. Am. Chem. Soc., 9!51,
                                          '                 '
52) J. Honzl and J. Rudinger, Coll. Czech. Chem. Comm., 2S61, 2333 (1961)･
53) W. K6nig and R. Geiger, Chem.Ber., 103, 788 (1970)･
54) H.Yajima and Y. Kiso, Chem.Pharm.Bull., L9, 420 (1971)･ .
     R. B. Woodward, K. Heusler, J. Gosteli, P. Naegeli, W. Oppolzer, R.55)
   Ramage, S. Ranganathan, and H. VorbrUggen, J. Am. Chem. Soc., Q{8i, 852
                                                     '              '   (1966).                           '
56) Th. Wieland and H. Bernhard, Ann. Chem.,572,190(1951); R.A.Bois-
   sonnas, Helv. Chim. Acta, ±4, 874 (1951); J. R. Vaughan Jr. and R. L.
   Osato, J. Am. Chem. Soc., Z:4L, 676 (1952)･
57) M.Bodaszky and V. du Vigneaud, J. Am. Chem. Soc., &t, 5688(1959).
58) N. Fujii and H. Yajima, J. C. S. Perkin I, 1981, 804.
59) G. W. Anderson, J. E. Zimmerman, and F. Callahan, J.Am.Chem. Soc.,
   85, 3039 (1963); 86, 1839 (1964).
60) J. C. Sheehan, and G. P. Hess, J. Am. Chem. Soc., ZL7, 1067 (1955)･
61) J.C.Sheehan,MGoodman,andG.P.Hess,J.Am.Chem.Soc., 78, 1367
               '(1956); H.Schussler and H.Zahn, Chem.Ber., 95, I067 (l962); K. Hof-
   mann, H.Yajima, and E.T.Sehwartz, J.Am.Chern.Soc., 82, 3732(1960)･
62) F. Weygand, D.Hoffmann, and E.WUnsch, Z. Naturforsch., 21b, 426
                                                                   '(1966); E. WUnsch and F. Dress, Chem. Ber., -99, 19 (1966)･
63) R. J. Simpson, M. R. Neuberger, and T.Y.Liu, J.Boil. Chem., llltl, 1936
     H. Yaj im a, M. Takey ama, K. Koyam a, T. Tob e, K. Inoue, T. Kaw ano,64)
   and H. Adachi, Int. J. Peptide Protein Res., L6, 33 (1980)･
                               -93-
65) W. W.Bachovchin and J. D.Roberts, J. Am.Chem.Soc., 100, 8041(1978).
   and other references cited therein.
66) B.Iselin, Helv. Chim.Acta., ELt, 61 (1961)･
67) K.Okamoto, K.Yasumura, K.Fujitani, S.Katakura,K.Akalj, H.Yajima,
   Y.Nakata, A.Inoue, and T.Segawa, Chem.Pharm.Bull., L2, 430 (1984); B.
   F. Lundt, N.L.Johansen, A.V¢lund, and J.Markussen, Int.J.Peptide Pro-
   tein Res., IL2, 258 (1978)･
68) L.Graf, S.Bajusz, A.Patthy, E.Barat, and G.Cseh, Acta. Biochim. Bio-
   phys. Acad. Sci. Hung., S, 415 (1971); R. Riniker, P. Sieber, W. Rittel,
   and H. Zuber, Nature New Biol., 235, 114 (1972)･
69) N. Fujii and H. Yajima, J. Chem. Soc. Perkin I, 1981, 811.
               '70) K.Akaji, N. Fujii, H.Yajima, M. Moriga, M. Aono, and A. Takagi,
   Int. J. Peptide Protein Res., 2-L8, 180 (1981).
71) H.Yajima, M.Takeyama, J.Kanaki, and K.Mitani, J.C.S.Chem,Comm.,
   1978, 482; H.Yajima, M. Takeyama, J.Kanaki, O.Nishimura, and M. Fu-
   jino, Chem. Pharm. Bull., 2Lt, 3752 (1978)･
72) S.Sakakibara, "Chemistry and Biochemistry of Amino Acids,Peptides
   and Proteins," Vol. 1., Ed. by B.Weinstein, Marcel Dekker, New York, p.
   51 (1971).
73) W.C.Jones, Jr., T.M.Rothgeb, and F.R.N.Gurd, J.Biol.Chem.,251, 7452
   (1976') ; T.M.Rothgeb, B.N.Jones, D.F.Hayes, and R.S.Gurd, Biochem.,L6,
   5813(1977).
                     '74) G. L EIIman, Arch. Biochem. Biophys., &2, 70 (1959)･
75) L. M.Matrisian, B.R. Larsen, J. S. Finch, and B. E. Magun, Anal. Bio-
   chem., 125, 339 (1982)･
76) K.Hayashi, Igaku-no-ayumi, 127, 574(1983)･
77) L. G. Chavez, Jr. and H. A. Scheraga, Biochem., L9, 996 (1980)s Y.
                                                            '   Konishi and H. A.Scheraga, ibid., L9, 1308 (1980).
78) M N. Ghosh and H. O. Shi ld, Brit. J. Pharmacol., L3, 54 (1958 ) ･
                                                             '79) H. E. Ertel and L. Horner, J. Chromato., Z 268 (1962)･
80) D. Yamashiro, Nature, .201, 76 (1964).
                               -94-
